R5 



X4 



R1 



R2 




X1 



R6 




X2 



(CH2)h ( CH2 ) m 

I I _ 
^-CH (CH2)g X3 (CH2)f— C R3 

R7 



in which: 

X, X 2 X 3 X4 which may be lLame or different from one another, is selected from the 
group consisting of -CONR-, - -OCO-, -COO-, -CH 2 NR- and -NR-CHr, 
where R is H or a Cu alkyl or benzyl; 

f,g, h, m, which may be the same oWerent form one another, represent a number 
selected from the group consisting of\0, 1 and 2; 

R, and R 2) which may be the same or dkerent from one another, represent a -(CH 2 ) r - 
Ar group, where r = 0, 1 , 2 and where Ar\s an aromatic group selected from the group 
consisting of: benzene, naphthalene, thiophW, benzothiophene, pyridine, quinoline, 
indole, furan, benzofuran, thiazole, benzoyl e, imidazole, and benzo-imidazole, said 
Ar group being possibly substituted with a maLi urn of two residues selected from the 
group consisting of Q, alkyl or halo-alkyl, C W W Cm amino-alkoxyl, halogen, 
OH, NH 2 , and NR 13 R,4 where R 13 and R 14 , whici\may be the same or different from 
one another, represent hydrogen or C1-3 alkyl; 
wherein R 3 is selected from the group consisting of: 
-hydrogen, 

-linear or branched alkyl having the formula C n H 2n+1) witW= ^ cyclo-alkyl or 
alkylcyclo-alkyl groups having the formula C n H 2 n + i } with nV 5-9, 
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-(CH 2 ) r -Ar, groiib, where r= 0, 1, 2 and where Ar, is an aromatic group selected from 
the group consisting of: benzene, naphthalene, thiophene, benzothiophene, pyridine, 
quinoline, indole, ftLi, benzofuran, thiazole, benzothiazole, imidazole, and benzo- 
imidazole, said Ar, gUp being possibly substituted with a maximum of two residues 
selected from the group\consisting of C,. 3 alkyl or halo-alkyl, C,. 3 alkoxyl or amino- 
alkoxyl, halogen, OH, and NR 13 R.4 where R 13 and R 14 , which may be the same or 
different from one anotheA represent hydrogen or C 1.3 alkyl; 
wherein R4 is selected fronVthe group consisting of: 
-hydrogen or C 1-6 alkyl, 

- L-Q, where L is a chemical bind or a linear or branched C,. 6 alkyl residue and Q is 
selected from the group consisting of: 

i) H, OH, OR 9 , NH 2 NR9R10, guaVWmY sulfate, phosphonate and phosphate 
where R 9 and R,o, which may be tLam/or different from one another, 

represent a hydrogen C,., alkyl gW C,. 3 hydroxyalkyl, C,. 3 dihydroxyalkyl, C 
3 alkyl-CONHRi 2) Ci- 3 alkyltetrazole, V. 3 alkyl-COOH or wherein R9R10 joined 
together form with the N-atom a Wurated 4-6 membered heterocycle possibly 
containing a further heteroatom selectedVom the group consisting of N, O and S and 
wherein R 12 is a mono-, di-, tri-glycosidickoup possibly protected with one or 
more Ci- 3 -acyl groups or substituted with amino-groups or C1.3 acylamino- 
groups; 

ii) COOH, tetrazole, S0 2 NH 2 , SOzNHCOORs.VoNHRs, NHCORg, where R 8 
represents a linear or cyclic C w alkyl chain condoning one or more polar groups 
selected from the group consisting of: OH, NrW, COOH, CONHR 12 , P0 3 H and 
S0 3 H, ORn and where R 15 and R 16 , which may\be the same or different from one 
another, represent a hydrogen or C,.j alkyl group, a\d where R„ is a C,. 3 alkyl or C 1A 
amino-alkyl chain, R 12 is a mono-, di-, tri-glycosidic gtoup possibly 

protected with one or more C,. 3 acyl groups or substituted with amino-groups or 
C,. 3 acylamino-groups or R 15 Ri6 joined together form witiV the N-atom a 
saturated 4-6 membered heterocycle possibly substituted wWi C^alkyl-groups 
or with saturated 4-6 membered heterocycle-groups containing at least an N- 
atom; 

iii) COOR17, CONHRi 2 , OR l2 where R, 2 is a mono-, di-, tri-gl>\coside group 
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possibly protected with one or more Cm acyl groups or substituted with amine 
or Cm acylarVne groups and R„ is a group R, 2 as above defined or a group 
C1.3 alkyl, Co^JKylRhenyl, wherein the phenyl-group can be substituted with a 
group OH, N0 2 , Wh, GfJ, CH 3 , CI, Br; 

Rs, Re, R?, which JWbe the same or different from one another, represent a 
hydrogen or C,. 3 alLl group; with the proviso that when R, or R 2 are benzyl or 4- 
hydroxybenzyl then Aand R4 are isopropyl.and an acceptable salt or enantiomer 
thereof. \ 



2. (Amended) Compound according to Claim 1, in which: 

f, g, h, m, which may be the same or different from one another, may be 0 or 1 ; 

R, and R 2 which may be the same or different from one another, represent the 

side chain of a natuWl amino acid selected from the group consisting of tryptophan, 

phenylalanine, tyrosA and histidine, or the side chain of a non-natural amino acid 

selected from the group Consisting of: 

tryptophan and phenyl alaUe, either mono- or di-substituted with residues 
selected from the group consisting of Cm alkyl or halo-alkyl, Cm alkoxyl or amino- 
alkoxyl, halogen, OH, NH 2 L NR, 3 R.4, where R, 3 and R 14 , which may be the same or 
different from one another, repWntxhydrogen or Cm alkyl group; 
R 3 is selected from the group cortsiSi 
- linear or branched alkyl havin^fon^ with n = 1-5 (selected from the 

group consisting of methyl, ethyl, W isopropyl, n-butyl and t-butyl) cycloalkyl or 
alkykycloalkyl of formula C„H 2n ., w\h n = 5-9 (selected from the group consisting of: 
cyclopentyl, cyclohexyl and methylcyclbhexyl) 

-(CH 2 ) r -Ar,, where r = 1 or 2 and whers An is an aromatic group selected from the 
group consisting of: a-naphthyl, P-naphW phenyl, indole, said Ar, group being 
possibly substituted with a maximum o\ two residues selected from the group 
consisting of: Cm alkyl, CF 3 , Cm alkoxyl, Cl^, OH and NH 2 ; 
R4 represents an L-Q group where: 
L is a chemical bond of CH 2 , and 
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Q is selected from the group consisting of: 

- OH, NH 2 , NR 9 R,o, OR,,, andUere R, and R,o, which may be the same or 
different from one another, represent a hydrogen or Cm alkyl group, C, 3 hydrox y 
alkyl C, adihydroxyaklyl, CmJ^CONHRu (wherein R„ is a monoglycos^c 
group derived from D or L pentols or hexoses (selected from the group connrtng of 
ribose, arabinose. glucose, galactk fructose, glucosamine and galactosamme and 
their N-acetylated derivatives)), cLW C,alkyl-COOH or wherein R 9 R,o 
are joined together to form with the^atom a/orpholine or a 

pyridine ring and where R>, is i^f alkyl chain, or a C M amino-alkyl cham; 
NHCOR* wherein R 8 is a cyclohexine containing from! to 4 OH groups,C,- 6 alkyl 
chain containing a polar group (chosenln the group consisting of NH 2 , 
COOH, CONHR 12 , (wherein R, 2 is as hlreabove defined) or [l,4']bipiperidine) 
- COOH, COORn or CONHR 12 , wherei\ R, 2 is as hereabove defined and R, 7 is 
as R12 or a group 4-nitrobenzyl. 
-R 5 , Re.RTareH, 

in which the carbon atom that carries the su\stituents R 3 and R 7 has 
configuration R. 



3. 

(a) 

(b) 

(c) 

(d) 

(e) 

(0 

(g) 

(h) 

0) 

0) 

(k) 

(1) 



(amended twice) Abound according to Claim 2 selected from: 
Cyclo{-Suc-Trp-PheV)-NH-CH(CH 2 C6H 5 )-CH 2 -NH]} 
Cyclo{-Suc-Trp-Phe-[(W<CH(CH2C6H5)-CH 2 -NH]} 
Cyclo{-Suc-Trp-Phe4(Rmi-CH(CH/C6H, 1 )-CH 2 -NH]} 
Cyclo{-Suc-Tr P -Phe4(R)-N^SH(l^ 2 C 6 H 4 (4-OCH3))-CH 2 -NH]} 
Cyclo{-Suc-Trp(5F)-Phe4(R)VH-CH(CH 2 C 6 H 5 )-CH 2 -NH]} 
Cyclo{-Su C -Trp(Me)-Phe-[(R)-V-CH(CH 2 C 6 H 5 )-CH 2 -NH]} 
Cyclo{-Suc-Phe(3,4-Cl)-Ph e -[(R)-VcH(CH 2 C 6 H 5 )-CH 2 -NH]} 

Cycloi-Suc-Trp-PheO^-Cl)- [(R)- r^-CH(CH 2 C 6 H 5 )-CH 2 -NH]} 

Cyclo{-Suc-Trp-Tyr-[(R)-NH-CH(CH 2 ^H 5 )-CH 2 -NH]} 

Cyclo{-Suc-Tr P -Phe4(R)-NH-CH(CH 2 ck-3,4-diCl)-CH 2 -NH]} 

Cyclo{-Suc-Trp-Phe-[(R)->ffl-CH(CH 2 C6H\4-OH)-CH 2 -NH]} 

Cyclo{-Suc-Trp-Phe-[(R)->ra-CH(CH 2 -CH 2 -kH 5 )-CH 2 -NH]} 
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Cyclo{-SuVTrp-Phe-[(R)-NH-CH(CH2-2-napthyl)-CH 2 -NH]} 
Cyclo{-Suc\rp-Phe-[(R)-NH-CH(CH2-indol-3-yl)-CH 2 -NH]} 
Cyclo{-Suc-T^-Phe-[(R)-NH-CH(CH 2 -i-F-indol-3-yl)-CH 2 -NH]} 
Cyclo{-Suc-TiXphe-[(R)-NH-CH(CH 2 -C 6 H4-3-F)-CH2-NH]} 
Cycloi-Suc-Trp-Ve-K^-NH-CHCCHz-CsHjO^-diF-CHz-NH]-} 
Cyclo{-Suc-Trp-pL[(R)-NH-CH(CH2-C 5 H4-4-CF 3 -CH 2 -NH]-} 
Cyclo{-Suc-Trp-Phe\r(R)-NH-CH 2 -CH(CH2C 6 H5)-NH]} 
Cyclo{-Suc-Trp-Phe-RS)-NH-CH2-CH(CH 2 C 6 H 5 )-NH]} 
Cyclo{-Trp-Phe-[(R)-Nk-CH(CH 2 -C 6 H5)-CH 2 -NH]-(CH 2 )3CO-} 
Cyclo{-Trp-Phe4(R)-AciJ<CP^6H 5 )-CH 2 -N(CH3)]-(CH 2 )3CO-} 
Cyclo{-Suc[l(S)-NH 2 ]-Tr)^e-[(R)NH]PH(CH2-C 6 H 5 )-CH2NH]-} 
Cyclo{-Suc[l(R)-NH 2 ]-Trp-^[(R)y-CH(CH 2 -C 6 H5)-CH2NH]-} 
Cyclo{-Suc[2(S)-NH2]-TipA-[(R)NH-CH(CH 2 -C 6 H 5 )-CH 2 NH]-} 
Cyclo{-Suc[2(R)-NH2]-Trp-Phe\[(R)NH-CH(CH2-C6H 5 )-CH 2 NH]-} 
Cyclo{-Suc[l(S)-NH(CH3)]-Trp-ke-[(R)NH-CH(CH2-C6H5)-CH 2 NH]-} 
Cyclo{-Suc[l-COO(CH 2 -C 6 H4-4-A)2)]-Trp-Phe-[(R)NH-CH(CH2-C6H5)- 

CH 2 NH]-} 

(ac) Cyclo{-Suc(l-COOH)-Trp-Phe-[(R)-lk-CH(CH 2 -C 6 H5)-CH 2 -NH]} 
[Cyclo{-Suc(l-COOH)-Trp-Phe-[(R)-NVcH(CH2-C 6 H5)-CH2-NH]}] 
Cyclo{-Suc(l-OH)-Trp-Phe-[(R)-NH-CHfcH2-C6H 5 )-CH 2 -NH]} 
Cyclo{-Suc(2-COOH)-Trp-Phe-[(R)-NH-cWH 2 -C 6 H5)-CH2-NH]} 
Cyclo{-Suc(2-OH)-Trp-Phe-[(R)-NH-CH(CFVC 6 H5)-CH2-NH]} 
Cyclo{-Suc[l(S)-(2H-tetrazolyl-5-ylmethyl)aiVo]-Trp-Phe-[(R)-NH-CH(CH 2 - 

C 6 H 5 )-CH 2 -NH]-}trifluoro-aceticacid 

(ah) Cyclo{-Suc[l(S)-(morpholin-4-yl)]-Trp-Phe^[(R)^H-CH(CH 2 -C 6 H5)-CH 2 - 
NH]-} trifluoroacetic acid 

(ai) Cy C lo{-Suc[l(S)-N(CH3) 2 ]-Trp-Phe-[(R)-NH-CH(C^-C 6 H 5 )-CH 2 -NH]-} 
trifluoroacetic acid 

(aj) C y clo{-Su C [l(S)-(pip e ridin-4-yl]-Trp-Phe-[(R)-NH-CH(\H2-C 6 H 5 )-CH 2 -NH]- 
} trifluoroacetic acid 

(ak) Cyclo{-Suc[l(S)-(N(CH 2 CH 2 OH) 2 )]-Trp-Phe-[(R)-NH-CH^H 2 -C 6 H 5 )-CH 2 - 
NH]}trifluoroacetic acid 



(m) 
(n) 
(o) 
(P) 
(q) 
(r) 
(s) 
(t) 

(») 
(v) 
(w) 

00 

(y) 

(z) 
(aa) 
(ab) 



(ad) 
(ae) 
(af) 
(ag) 
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(al) Cyclo {-SucV 1 (S)-(N(CH 2 CH(OH)CH20H)]-Trp-Phe-[(R)-NH-CH(CH2-C 6 H5)- 
CH 2 -NH]-} trifluordacetic acid 

(am) Cyclo{-Suc[l^)-(3-carboxypropanoyl)amino]-Trp-Phe-[(R)-NH-CH(CH 2 - 
C 6 H 5 )-CH 2 -NH]-}. 

(an) Cyclo{-Suc[l(S)V3-N'-B-D-glucopiranos-l-yl)-carboxamidopropanoyl]arnino]- 
Trp-Phe-[(R)NH-CH(CHXc 6 H5)-CH2NH]-} 

(ao) Cyclo{-Suc[l(S)-[(Vrboxymethyl)arnino]-Trp-Phe-[(R)-NH-CH(CH 2 -C 6 H 5 )- 
CH 2 -NH]-} trifluoroacetic &M 

(ap) Cyclo{-Suc[l(S)-[N'-VD-glucypiranos-l-yl)-carboxyamideornethyl]amino]- 
Trp-Phe-[(R)-NH-CH(CH 2 -C 6 ro=€li 2 -NH]-} trifluoroacetic acid 
(aq) Cyclo{-Suc[l(S)KchinylLiine]-Trp-Phe-[(R)-NH-CH(CH 2 -C 6 H 5 )-CH 2 -NH]-} 
(ar) Cyclo{-Suc[l(S)<4-ammoUtanoyl)amino]-Trp-Phe-[(R)-NH-CH(CH2-C 6 H5)- 
CH 2 - NH]-} trifluoroacetic acid 

(as) Cyclo{-Suc[l(S)-[l,40bipiper^din-l-yl]acetarnido]-Trp-Phe-[(R)-NH-CH(CH 2 - 
C 6 H 5 )-CH 2 -NH]-} trifluoroacetic acid 

(at) Cyclo{-Suc[l-N-(B-D-glucopiraJlos-l-yl)-carboxyamido]-Trp-Phe-[(R)-NH- 
CH(CH 2 -C 6 H 5 )-CH2-NH]-} 

(au) Cyclo{-Suc[l(S)-[N'-(2-N-acetyl-6ip-glucopiranos-l-yl)-carboxyamido]-Trp-Phe- 
t(R)-NH-CH(CH 2 -C6H 5 )-CH2-NH]-} . 



57(Amended) A composTtiowromprisirig a compound of general formula (I) according to 



^5. (Amended) AcompositioVTOmprismgacompounaoigt 
V J 9o° vl? I Claim 1 in combination with aWfible carrier or excipient.. 
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6. (Amended) A composition according to Claim 5, adapted for use as a tachykinin 
antagonist. 



7. (Amended) A composition according to Claim 6, adapted for use as an antagonist of the 
human neurokinin-2 (herein NK-2) receptor. 




8. (Amended) A composition according to Claim 7, adapted for use in the treatment of 
the bronchospastic and inflammatory component of asthma, coughing , pulmonary 




irritation, intestinal spasms, spasms of the b\\L tract, local spasms of the bladder and 
^ of the ureter during cystitis, and kidney inactions and colics. . 






12. (Amended) A n\ethod of antagonizing an NK-2 receptor in a mammal afflicted with 
asthma comprising contacting an NK-2 receptor in said mammal with a compound 
according to Claim 1 fo^tim^ under conditions effective to antagonize an NK-2. 

13. (Amended) A method oVtagonizing an NK-2 receptor in a mammal afflicted 
with an anxiety disorder comprWg contacting an NK-2 receptor with a compound 
according to Claim 1 for a time asunder conditions effective to antagonize an NK-2 
receptor. 



14. (Amended) A method the treatment of the bronchospastic and iniiammaiory 
component of asthma, coughinV pulmonary irritation, intestinal spasms, spasms of the 
1 biliary tract, local spasms of the kd£hand if the ureter during cystitis, and kidney 
1 infections and colics, in which q ua\jW between 0.02 and 10 mg/kg of body weight 
of active principle consisting [of prooW] of formula (1), according to Claim 1, are 
administered to the patient for a time asunder conditions effective to antagonize an 
NK-2 receptor. 



16. (New) A method of antagonizing a neurokinin-2 (NK-2) receptor comprising 
contacting an NK-2 receptor with a compound according to claim 1 for a time and 
under conditions effective to antagonize said NK-2 receptor. 

17. (New) A method of antagonizing a neurokinin-2 (NK-2) receptor comprising 
administering to a mammal in need thereof a compound according to claim 1 for a time 
and under conditions effective to antagonize the NK-2 receptor. 

18. (New) The method according to claim 17 wherein said mammal is afflicted with a 
disorder selected from the group consisting of the bronchospastic and inflammatory 
component of asthma, coughing, pulmonary irritation, intestinal spasms, spasms of the 
biliary tract, local spasms of the bladder and of the ureter during cystitis, and kidney 
infections and colics. 



J 
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